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It’s now cheaper to print color figures in KI
Have you been concerned in the past about the cost of print-
ing color figures in Kidney International (KI)? KI has listened 
to your concerns and is now offering permanently reduced 
pricing for color figures—a flat fee of $500 per printed page, 
no matter how many color figures are on a page. This pricing 
is more affordable for authors and competitive with other top 
scientific journals. We want to make it easier for authors to 
publish the color figures that demonstrate important scien-
tific findings, and our new pricing reflects our commitment to 
achieving this goal.
Notch expression  
in proteinuric  
kidney disease
The Notch signaling pathway plays an 
important role during development, where 
it has been strongly implicated in the deter-
mination of cell identity. However, recent 
studies have also suggested that it could play 
a role in disease states. Recently, Murea et al. 
studied its role in focal segmental glomeru-
losclerosis (FSGS). Notch is a transmem-
brane protein that interacts with its ligands 
(Jagged and Delta), which also are trans-
membrane proteins. Intra membrane cleav-
age of Notch proteins occurs after binding 
to its ligands, releasing an intracellular frag-
ment, Notch intracellular domain, which 
acts as a transcription factor. The authors 
began by studying the expression of the lig-
ands Jagged1 and Delta1 as well as Notch1 
and 2. They found that cleaved Notch1 and 
2 and Jagged1 were expressed on podocytes 
in biopsies taken from a variety of patients 
with proteinuric states. The level of expres-
sion of these various genes correlated 
either with proteinuria or with glomerular 
filtration rate or tubulointerstitial disease. 
Although purely an observational study, it 
raises the question of whether the Notch 
pathway is involved in the pathogenesis or 
consequences of proteinuric renal disease. 
See page 514.
Reduced 25(OH)D3  
 in CKD
Defects in vitamin D biosynthesis and 
metabolism are important consequences of 
renal failure. The decline in 1α-hydroxylase 
(CYP27B1) in chronic kidney disease 
(CKD) is easy to explain and consequently 
results in reduced 1,25(OH)2D3. However, 
often there is also a decline in circulating 
25-hydroxyvitamin D3. Both 25 and 1,25 
D3 can be degraded to the non-functional 
24-hydroxyl hormones by CYP24. In 
their investigation, Helvig et al. induced 
renal failure in rats and found that CYP24 
decreased whereas CYP27B1 increased 
when normal animals were rendered vita-
min D deficient. However, they found that 
renal CYP24 expression was markedly 
elevated, irrespective of the vitamin D 
status of the rats. Similarly, they found that 
human kidney biopsies taken from patients 
with CKD also had CYP24 expression. This 
provides a new mechanism of vitamin D 
deficiency in renal failure where the pre-
cursor hormone (25(OH)D3) is reduced, 
as is its conversion to the active hormone. 
See page 463.
Timed urine collections 
for biomarker excretion
Urinary biomarkers can be useful, but how 
should they be normalized—to serum cre-
atinine or to urine creatinine? Given that 
they need to be most useful during acute 
renal failure, when many parameters are 
rapidly changing, the need exists to identify 
the optimal method of normalization. As 
they report in this issue, Waikar et al. used 
timed urine collections from hospitalized 
patients whose glomerular filtration rate 
was changing and found that the urinary 
creatinine excretion varied even within the 
same patient. Hence, normalization to urine 
creatinine may result in an under- or over-
estimation of the biomarker excretion rate. 
The authors suggest that the most accurate 
method to quantify biomarkers requires 
the collection of timed urine specimens to 
estimate the actual excretion rate, provided 
that the biomarker is stable over the period 
of collection. Needless to say, this method 
will not be easy to use in all circumstances. 
See page 486.
